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II. REMARKS 

Upon entry of the aroendmenta plaim? I to 27 will be pending. For the Examiner's 
convenience, a marked-iap copy of the claims ghowing the amendments is attached hereto a$ 
Exhibit A, 

Applicant and Applicant'^ representative gratefully acknowledge the attention to the 
application and helpful suggestions made by the Examiner in a telephone conference held with 
Applicant's representative on June 20^ 200 L 

A. RegEirding the Amendments 

Claims 1 and 12 have been ^mended to delete reference to "lymph node" as a tissue to be 
examined, and nev^ claims 20 and 25 have been added to encompass the subject matter deleted 
from claims I and 12. As such, the amendment to claims 1 an4 12 does not add new matter, but 
merely separates the subject matter previously encompassed by claims I and 12 into separs^te 
independent claims. 

Claims 2 and 1 1 hs^ve been amended to more clearly set forth the steps required to 
practice the invention. As such, the amendments merely address a formality, bnt do not add new 
matter. 

New claims 19 to 27 have been, added. New claim 19 is supported by previously pending 
claiin IS, and, for example, page 9, lines 1-6. As such^ new claim 19 does not add new matter. 

New claims 20 and 25 are ba^ed on original claims 1 and 12, respectively, and, therefore, 
do not add new matter. New claims 21 to 24 are based on origiml claims 2 (including as 
amended herein), 4, 5, and 7and 8, respectively, and new claims 26 and 27 are based on original 
claimsl3 and 15, As such, newly added claims 20 to 27 do not add new matter. 
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B, Rejections under 35 U,S.C, gll2 

The rejection of cbims 2, 3 tod 1 1 un(}er iJS U,3.C. §112, second p^agrtj^ph, as allegedly 
indefinite respectfully tr^^versed. 

It was stated in the Office Action mailed March 7, 2O01, that the claims are i^jdefinite in 
setting forth how, for example, the steps of claim 2 relate to claim 1. Bascd^ in part, on the 
suggestions made by the Examiner in the telephone conference held June 20, 2001, claims 2 
and 1 1 have been amended to more clearly define the steps required for practicing the claimed 
methods. Accordingly, it is respectfully requested that this rejection of the claims be removed- 

C. Prior ArtRfe|ections 

The rejection of claims J to 6, 10 and 12 to 18 wder 35 U.S.C. §103(a) as allegedly 
obvious over Sobol et a], in view of Effert et al. is respectjEully traversed, 

Sobol et al. is applied as describing methods for detecting carcinoma metastases by 
extracting nucleic acids from a sample and detecting a carcinoma associated sequence; a3 
teaching a variety of targets other than a mutant target nucleic acid that may be analyjzed; an4 as 
teaching that their methods are more sensitive than conventional methods, including histological 
analysis, that may fail to detect rpsidual or metastatic disease. Effert et al, is applied as 
describing that p53 mutations are the most common single point mxitationg associated with 
cancer cells, and can be detected in primary tumors and in samples ftom sites of metastases, 
incl^ding lymph nodes. 

It is maintained ip the Office Action that it would have been prima facie obvious to 
modify the method of Sobol et aL to detect p53 mutations as described by Effert et al, for 
example, in histologically normal lymph node tissues from prostate cancer patients. The 
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motivation to combine the references ijs allegedly b^sed on the reference by Effert et al. that 
mutations in metastatic site? may play a role in the progression of human prostate cancer, and the 
reference by Sobol et ah that their methods can detect metastases in tissues that appear normal 
histologically, 

It ig noted that fimended claims 1 to 6, 10 and 12 to 17 are directed to examining a "tumor 
margin tissue sample." It is submitted that neither Sobol et al- nor Effert et al- teach or suggest 
examining a tissue sample obtained from tumor margin and, therefore, that Uxo rejection is moot 
with respect to the^e plaim^ (ap Avell as to new claim 19). Howeverj, the rejection is addie$ped 
with respect to claim IS, which encompasses examining lymph node^, and new claims 20 to 27, 
which are directed to examining lymph node. 

Applicant maintains^ however, that one of ordinary sl<;ill in the an would not have been 
motivated to combine the Sobol et a], reference, which describes that metajstases that are not 
detectable by histologic^] methods can be identified by detecting the expression of ^n otherwise 
normal gene product in cells in which it is not normally expresged, with the Effert et al. 
reference, which describes detepting mutant target nucleic acid sequences in tumor tissu^s^ 
including in tumor metastases* 

Applicant previo"usly pointed out that 3obol et al. specifically state that *'[i]n contrast to 
prior method3 for cancer detection, the target nucleic acid is not necessarily an oncogene mKNA 
product.'' (column 4, lines 27-30), In response, the Examiner states that such language clearly 
indicates that the Sobol et al. method provides an improyempnt that may be u^ed in detection of 
both oncogenic and non-oncogenic products (see Office Action, sentence bridging pages 6-7; 
emphasis in original). 



SEP. 14.2001 li:5?fin 

In re Application of 

David Si(Jransky 
US, Serial No.: 09/420,433 
Filed: October 12, 1999 
Pages 



NO. 863 P. 17^22 

PATENT 

Attorney Docket No.: JHUllSOnl 



While Applic£^nt doe? not disagree that the statement "not necessarily m oncogene," 
when tajcerii alone, can be interpreted tp mean the target nucleic acid can be either an oncogenic 
ornon-oncDgenic product, ii is submittpd that the Sobol et reference, when viewed in its 
entirety, does not teach or $ugge3t that the target nucleic acid can be an oncogenic product. 
Applicant submits that the statement by Sobol et al. at colunm 4, line$ 27-29, is intended to 
distinguish the prior art, A3 such^ thp statement can be read as an indication that, in prior art 
methods (i.e., prior to that described by Sobol et al,), the target nucleic acid was "necessarily an 
oncogene,'' Thus, the statement by Sobol et ^1., at best, indicates that tlieir method was 
digtinguisbable from previous methods, in which the target was "necessarily an oncogene," 

In support of the above interpretation of the statement by Sobol et la., it is noted that the 
reference provides numerous examples of cellular gene products, which, when expressed in cells 
other than those normally expressing the gene product, can be indicative of a carcinoma (see 
column 5, lines 10»21, and column U, line 3, to column 12, line 33), In addition^ Sobol et al. 
disclose that expression of a virally encoded protein can be indicative of carcinoma cells 
(column 9, lines 46-51). Remarkably, however^ the reference does not disclose any oncogenes^ 
or a mutant target nucleic acid sequences^ that can be examined according to a method of the 
invention as being indicative of a carcinoma. The absence of even a single example of an 
oncogene is particularly remarkable because such genes were well known in the art md the 
subject of intensive study before the earliest priority date of the Sobol et al. patent (see, for 
example, Effert et ah, page 789, and references cited therein). 

Since the Sobol et al. reference does not disclose a single example of an oncogene that 
can serve as a "carcinoma associated sequence," and since the reference only refers to an 
oncogene with rpspect to the prior art^ it is submitted that the reference, when viewed in its 
entirety, does not sutpport the ppsition that the statement that "the target nucleic acid is not 
necessarily an oncogene mRNA product" clearly indicates that the method can be used in the 
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detection of both oncogenic and non-oncogenic products. Inistead, it is submitted that the 



statement merely indicate;^ that thp prior art required that a target nucleic acid sequence wa$ 
^'necessarily on oncogene mRNA product." As such^ Sobol et al, do not provide any suggestion 
that their method can be used to detect a mutant target nucleic acid sequence such as a muteuit 
oncogene and^ tlierefore, one of ordinary gkill in the art, viewing the Sobol et aL reference, 
would not have been motivated to combine it with the Effert et al- reference, which describes 
detection of a mutant p53 oncogene. 

Furthemiore, Effert et al do not provide any explicit disclosure that would have 
motivated one in the art to cpmbinc it with the Sobol et al reference. Effert et al only examine 
tumor tigsues (see, for example^ p4ge 790, right column, first full paragraph; page 791, paragraph 
bridging colunrm?, and right column, first full paragraph). Effert et al. suggest that mutation of 
p53 in a primary tumor and lo$s of heterozygosity of 17p may contribute to the progression of 
human prostate cancer (page 789, right column, second Ml paragraph)^ and ^tate that these 
markers can be useful for grading and staging prostate adenocarcinoma (paragraph bridging 
pages 792-793). However, the refe^rence solely addresses detecting mutations in cells that were 
higtologically confirmed to be cancer cells (see, for example, page 791, paragraph bridging 
columns), but does not teach or suggest that the detection of such mutations can be useful for 
identifying a cancer in a region that otherwise appears normal, 

In summary, Sobol et al, describe a method of detecting a carcinoma by detecting the 
expression of a carcinoma associated mRNA in a cell other than that in which ii is normally 
expressed, but does not teach or suggest that the carcinoma associated mRNA cau be an 
oncogene product or a mutant target nucleic acid sequence. In comparison, Effert et al, describe 
that p53 mutations and loss of heteroziygosity of 17p in tamor can be indicative of the 
progression of a cancer, but do not teach or suggest that such mutations can be indicative of a 
cancer in cells that appear histologically normal. Thus, absent Applicant's disclosure, it is 
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submitted that one of ordinary skill in tb^ art would not have been motivated to use the method 
of Sobol et al. to detect a mutant nucleic acid as isuggested by Effert et al, because Sobol et al 
specifically disclose the detection of otherwise nomnal gene products and because Effert et aJ. 
only describe examining tiimor tiissues. Accordingly, it is submitted that the claimed invention 
would not have been obviouis over Sobol et al. in view of Effert et al. and, therefore^ respectfully 
requested that the previous rejection of the claims under 35 U-S.C. § 103(a) be removed and that 
the rejection not be made with respect to the newly added claims. 

' The rejection of claims 7 to 9 under 35 U.S.C. § 103(a) as allegedly obvious over Sobol et 
al in view of Effert et al-, and further in view of McAnalley et aL is respectfully traversed. 



It is noted that amended claims 7 to 10 are directed to examining a "tumor margin tissue 
sample/' It is submitted th^t the cited reference, either alone or in combination^ teach or suggest 
examining a tissue sample obtained from tumor r^argin wd, therefore, that the rejection is moot 
with respect to these claims. However, the rejection is addressed with respect to new claims 20 
and 24, which are directed to examining lymph node and encompass the subject matter at issue. 

Sobol et al. and Effort et al, are applied as discussed above, McAnalley et al. is applied 
as describing a variety of tumor types, including benign neoplasms and malignant neoplasms of 
the bead and neck- It is maintained tbat^ in view of such teaching$, it would have been prima 
facie obvious to modify the method of Sobol et al, in view of Effert et al. to detect nucleic acid 
targets associated with such neoplasias. However^ for the reasonis discussed aboye, it is 
submitted that one skilled in the m would not have been motivated to combine thp Sobol et al 
and Effert et al reference. McAnalley et al do not cure this defect and, therefore, it is submitted 
that the claimed invention would not have been obvious over Sobol et al in view pf Effert et al, 
and further in view of McAnalley et al- Accordingly* it is respectfully requested that the 



1 04659-158556 



SEP. 14,2001 ll:58firi 



NO, 863 



P. 20/22 



-a 




In re Application of 
David Sidransky 



PATENT 

Attorney Docket No.: JHUl 180^1 



U.S. Serial No,; 09/420,433 
Filed: October 12, 1999 
Pagell 

previous rejection of the claims under 35 U.S-C. § 103(a) be removed md that the rejection ijot 
be made with respect to the newly added claims- 

The rejection of claim 1 1 under 35 U.S.C^ §103(a) as allegedly obvioug over Sobol et al- 
in view of Effert et aL, and further in view of Mullis et al. (U.S. Pat. No. 4,683,195) 13 
respectfully trayer$ed. 

It is noted that amended claim 1 1 is directed to examining a "tumor margin tissue 
sample." It is submitted that the cited reference, either alone or in combination, teach or suggest 
examining a tissue sample obtained from tumor margin and, therefore, that the rejection ip moot 
with respect to these claims. However^ the rejection is addressed with respect to new claims 20, 
which is directed to examining lymph node and encompasses the subject matter at issue. 

Sobol et al. and Effert et aK are applied as discussed above. MuHis et al, is applied as 
teaching such cloning of an amplification product^ It is maintained that, in vi&w of such 
teachings, it would havp been prima facie obvious to modify the method of Sobol et al. in view 
of Effert et aL to detect nticleic acid target^ associated with such neoplasms. However;, for the 
reasons discussed above, it is submitted that one skilled in the art would not have been motivated 
to combine the Sobol et al. and Effert et al- reference. MuUis et al do not cure this defect and, 
therefore, it is submitted that the claimed invention would not have been obvious over Sobol et 
al in view of Effert et al, and further in view of Mullis et al Accordingly, it is respectfully 
requested that the previous rejection of the claims under 35 U-S-C, §1 03(a) be removed and that 
the rejection not be m£^de with respect to the newly added claims. 
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D- Double Patenting Rejection 

The rejection of the claims under the judicially created doctrine of obviousnejss-type 
doublp patenting a? allegedly ixnpfitent^ble over clmms 1 to 4 of U.S. Pat. No, 6,025,127 is 
respectfully traversed. Although the rejection is traversed, Applicant respectfully defi^rs 
responding to the rejection tmtil an indication i$ received that one or more claims ^ in condition 
for allowance. 



In view of the amendments aud the above remarks, it is submitted that the claims are in 
condition for allowmace and a notice to that effect is respectfully requested. The Ejcaminer is 
invited to contact the undersigned if there axe any questions relating to the subject application. 

Please charge any addition£^l fees, orxnaJce any credits, to Deposit Account No. 50-1355. 



GRAY GARY WARE & FREIDENRICH LLP 
4365 Executive Drive, Suite 1600 
San Diego, California 92121-2189 

CUSTOMER NO. 28213 

Enclosure: Exhibit A 



m. CONCLUSION 



Respectfully submitted. 





Lisa A. Uaile, Ph,D. 
Re& No. 38,347 
Attorney for Applicant 
Telephone No.: (858)677^1456 
Facsimile N[p,: (858)677^1465 



SEP. 14.2001 ll:59RM 



NO. 863 



P. 22/22 



fe re Application of 
David Sjdransky 




PATENT 
Attorney Docket No-: JHUllSO-l 




U.S. Serial No,: 09/420,433 
Filed; October 12, 1999 
Exhibit A . 



EXHIBIT A 



MARJCED-UP COPY OF THE CLAIMS SHOWING THE AMENDMENTS 

I , (Twice amended) A metbod for detecting the presence of a maimnaliau mutmit t^get 
nucleic acid which contpibutes to the etiology of a neopla$xn, in a tumor margin tissue specimen^ 
wherein the specimen is external to a primary neoplasm and the specimen does not exhibit 
morphological characteristics indicative of neoplastic pathology, and the mutant target nucleic 
acid is present in the primary neoplapm and the $pecimen^ [the specimen being selected from the 
group consisting of a tumor margin and a regional lymph node.] the method comprising 
extracting nucleic acid present in the specimen and detecting the presence of the mutant t^get 
nucleic acid- 

2* (Twice amended) The method of claim L further comprisin g, prior to detecting the 
presence of the mutant nucleic acid> amplifying the nucleic acid present in the specimen to 
produce an amplified nucleic aci d, wherein said' detecting comprises [before] detecting the 
presence of the mutant target nucleic acid in the amplified nucleic acid. 

I I . (Twice amended) The method of cl£^im 2, further comprisin g, prior to detecting the 
presence of the mutant nucleic acid^ cjoning the amplified nucleic acid , wherein said detecting^ 
comprises [before] detecting the presence of the mutant target nucleic acid in the amplified 
nucleic acid. 

12, (Twice amended) A method for detecting metastases in a subject having an excised 
tumor, the method comprisirig; 

a) isoli^ting tissue from a surgical margin [or lymph node] adjacent to the e?ccised 

tumor; 

b) applying to said tissue an oligonucleotide that specifically hybridizes to a 
neoplastic nucleic acid halving a mutant nucleotide sequence; and 

c) detecting the presence of said neoplastic nucleic acid, wherein the presence of 
said neoplastic nucleic acid indicates metastases* 
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